Supplementary Figures
Supplementary Figure 1 . Estimating the error in identifying SBTFs. The Q-value software package (Storey et al. 2003 ) was used to account for multiplehypothesis testing by estimating the false discovery rate for the telomere distance profile tests (see Figure 1 
and text). (A) P-values plotted against their corresponding q-values.
As indicated by the red dashed lines, the P-value threshold of 0.001 used in this study corresponds to a q-value (false discovery rate) of approximately 0.01, meaning that about 1% of the TF binding profiles with a significant subtelomeric preference are expected to be false positives. (B) At P≤0.001, 31 tests are considered significant. (C) Based on the q-value method, less than one (~0.3) of the 31 TF binding profiles with subtelomeric bias is expected to be a false positive.
Supplementary Figure 2. Analysis of negative control region 25-50 kb from telomere.
Comparison of the number of subtelomeric genes bound (red bars) versus genes bound in the immediately adjacent 25 kb region (black bars; 25 -50 kb from telomere). An asterisk (*) marks TFs for which the black bar is at least half the height of the red bar, indicating telomere-proximal binding that extends beyond our strict 25kb cutoff used to classify subtelomeric genes.
Supplementary Figure 3. A map of the subtelomeric regulatory circuitry.
All TF-promoter binding interactions from significant SBTF binding profiles are visualized with Cytoscape (Shannon et al. 2003) . See Legend for details. (Krogan et al. 2006 ) that contain SBTFs. (B) Examples of protein complexes identified in the same screen that contain telomere-related proteins identified in recent reviews of yeast telomeres (Lundblad 2006; Mondoux et al. 2006 ).
Supplementary Figure 4. Analysis of protein complexes. (A) Protein complexes

Supplementary Figure 5. Interactions between SBTFs and telomere-related genes.
BioGRID (Stark et al. 2006) interactions that connect SBTFs to any telomere-related gene listed in Supplementary Table 1 . Also shown are all interactions between these telomere-related genes. Genes that function at the telomere, but do not interact with a SBTF based on data from BioGRID, are not shown (e.g. SIR2 or YKU70). Ovals indicate that a gene has been associated with the telomere in recent literature reviews (Lundblad 2006; Mondoux et al. 2006) . Rectangles indicate annotation from the GO database or high-throughput experiments. Interaction types are described in detail in the Methods.
Supplementary Figure 6. BLAST similarity is not a reliable indicator of microarray hybridization.
BLAST was used to exhaustively perform all pairwise comparisons of S. cerevisiae intergenic regions (E-value cutoff < 0.01). In the resulting promoter similarity network, edges connect intergenic regions (nodes) having DNA-level sequence similarity. (A) Visualization of the intergenic regions bound by Yap5p and (B) Phd1p. Red indicates bound intergenic regions. Instances of similar promoters that are not bound by the same TF (red nodes connected to grey) indicate that potential microarray cross-hybridization suggested by BLAST similarity is not observed.
Supplementary Figure 7. Targets of Nrg1p and Mig1p are upregulated in hda1Δ.
This figure accompanies Figure 4B of the main text.
Supplementary Figure 8. Screening expression profiles of singe gene deletions.
Gene expression profiles of single gene deletions (Hu et al. 2007; Hughes et al. 2000) were analyzed with the same Telomere Distance Profile analysis method used to identify SBTFs. The set of genes differentially expressed in each deletion mutant was identified using a P-value cutoff of 0.001, as described in the original publications. Bars show the number of subtelomeric genes affected by each TF deletion. Grey indicates deletions that affect an unexpectedly large number of subtelomeric genes P<0.001) . Black bars show data for the 15 rich-media SBTFs. No deletions of the stress condition SBTFs were available in these data sets. Numbers next to each bar indicate the total number of genes differentially expressed in a deletion. Hughes et al. suggest that strain yor080wΔ may have contained a duplicated chromosome III (as indicated by the *3). Figure 9 . Stress-induced expression of subtelomeric genes. Expression data are from Gasch and colleagues (Gasch et al. 2000) . Subtelomeric genes (columns) are aligned with clustered binding patterns from Figure 3B . Unnamed stress responsive ORFs from Figure 5 (panels B and C) are indicated by maroon ticks and include YNR068C, YML131W, YMR315W, YCR102C, and YLR460C.
Supplementary
Supplementary Figure 10. Orthologs of SBTFs in other species
# Ohnologs are defined to be paralogous genes (in this case in S. cerevisiae) that arose from a whole genome duplication event (Byrne et al. 2005 ) ¶ Ortholog data from the Yeast Gene Order Brower (Byrne et al. 2005) § Ortholog data from InParanoid (Remm et al. 2001 ) version 6.0
Supplementary Figure 11. Representative results from global expression analysis.
Each box-plot summarizes gene expression data from one experimental condition (labeled "Expr") for genes categorized according to one TF-promoter binding experiment (labeled "ChIP"). Red dotted lines indicate two-fold up or down regulation. Grey boxes show data for subtelomeric genes. The significance of global change of bound subtelomeric (or non-subtelomeric) genes versus unbound subtelomeric (or nonsubtelomeric) genes is P subt (or P central ) (Kolmogorov-Smirnov P-value) . Expression data are from (Gasch et al. 2000) . (A) Examples of gene expression conditions in which the subtelomeric genes bound by a SBTF were significantly differentially expressed compared to the unbound subtelomeric genes. And in addition, the non-subtelomeric genes were not similarly expressed. (B) Positive control in which genes bound by Gal4p were, as expected, upregulated during growth in medium containing galactose. (C) Example in which neither the subtelomeric nor non-subtelomeric genes showed coherent global expression (~95% of matched ChIP-expression datasets tested). (D) Example of non-specific global expression: both subtelomeric and central genes were upregulated
Supplementary Tables
Supplementary Table 1 Detailed methods supporting Supplementary Table 4 1. Download intergenic sequences from SGD (http://downloads.yeastgenome.org/sequence/genomic_sequence/intergenic/).
2. Compare sequences using BLAST version 2.2.6 a. Prepare sequences for BLAST analysis using formatdb b. Perform all pairwise comparisons using blastall (E-value < 0.01) c. Merge multiple BLAST hits found between two regions using previously published methods (Guan et al. 2007; Kellis et al. 2004 ) that used a weighted scoring scheme that accounts for both percent identify and the number of matching bases. 
